term the eve Muscle and Heart Enhancer (MHE; Figures  3A and 3B) . When fused to a nuclear-lacZ reporter gene, the MHE drives expression in a mesodermal pattern identical to that of the endogenous eve gene ( Figures  3C-3J ). Reporter expression initiates at early stage 11, coincident with the onset of Eve expression in the equivalence group C2 ( Figure 3D and data not shown) . Following formation of P2, MHE activity is observed in P15 and in the P2 daughters, F2 EPC and F2 DO2 (Figure 3E) , then in the EPCs and the F15 daughters of P15 ( Figures  3F-3H) , and finally in muscle fiber DA1 ( Figure 3I ). Colocalization of MHE-driven ␤-galactosidase expression with Runt, which marks the F2 DO2 founder and muscle DO2 (Figures 3H and 3J; A. C., unpublished data) , established that the reporter gene expression present in Evenegative sibling cells is a result of ␤-galactosidase perdurance. Of note, the MHE mimics endogenous Eve expression despite its lack of a consensus binding site for the transcription factor Zfh-1 that had previously been proposed to play a role in mesodermal eve regulation (Su et al., 1999).
In the present study, we have explored how the prethe basis of this competence, we considered whether the Ras pathway is active in the absence of Wg signaling pattern genes wg and dpp establish competence for mesodermal cells both to activate and to respond to by monitoring the expression of the activated, diphosphorylated form of MAPK (Gabay et al., 1997) in wg the Ras/MAPK cascade, how multiple intercellular signals are integrated to establish Eve progenitor fates, mutant embryos. As previously described, diphospho-MAPK is expressed in progenitor P2 in early stage 11 and how muscle-and cardiac-specific responses to Ras signaling are generated. We show that Wg provides wild-type embryos ( Figure 1B Figure 3K ). Activated Arm also fully rescues these markers in a wg mutant (G, K, O, and Q). (Figures 5G-5I) . We conclude that binding sites dorsal mesoderm ( Figure 6I ). These results demonstrate for two tissue-specific and three signal-responsive trana synergistic induction of Eve progenitors by various scription factors are required for full activity of the MHE combinations of Wg, Twi, and activated Ras1 that paralin both the muscle and the heart lineages. lels the synergistic loss of MHE activity seen by mutating The finding that the three Wg-dependent factors, the dTCF, Twi, and Ets binding sites. Taken together, dTCF, Twi, and Tin, directly regulate eve could explain these loss-and gain-of-function findings suggest that why activated Ras was incapable of bypassing Wg in the dTCF, Twi, and Pnt cooperate at the MHE to synergistiinduction of Eve progenitors ( Figure 1S) , pnt ⌬88 , and was analyzed using a Leica TCS-NT confocal microscope and the aop 1 (yan). Ectopic expression was achieved using the Gal4-UAS separate channel images were composited using Adobe Photoshop. system (Brand and Perrimon, 1993) and the following fly lines: twiGal4, UAS-wg, UAS-arm s10 , UAS-dpp, UAS-Ras1 Act , UAS-pntP2
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Statistical Analysis
UAS-yan
Act
, and UAS-twi. Oregon-R was used as the wild-type referData in Figure 2I were evaluated using a standard Z test. To test ence strain.
for synergistic versus additive effects of combined mutations in Figure 7A , a likelihood ratio test of independence was performed.
Isolation of the eve MHE and Construction of Deletion Mutants
An 890 bp SphI/StuI fragment located 5.7 kb downstream of the
